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(57) ABSTRACT 

The invention relates to compounds of the formula (I): 
Wherein ring C is as de?ned herein, for example indolyl, 
indaZolyl or aZaindolyl; Z is ‘Oi, iNHi or iSi; n is 
0-5; m is 0-3; R1 and R2 are de?ned herein including groups: 
(i) QlXl Wherein Q1 and X1 are as de?ned herein; (ii) QISW3 
Wherein Q15 and W3 are as de?ned herein, (iii) Q2lW4Cl_ 
salkylXli Wherein Q21, W4 and X1 are as de?ned herein, 
(iv) QzsCbsalkylXli, Q28C2_5alkenylX1i or Q28C2_ 
salkynylXli Wherein Q28 and X1 are as de?ned herein and 
(v) QzgCbsalkylXli, Q29C2_5alkenylX1i or Q29C2_5alky 
nylXli Wherein Q29 and X1 are as de?ned herein; R2 can 
also be 6,7-methylenedioxy or 6,7-ethylenedioxy; and salts 
thereof; their use in the manufacture of a medicament for use 
in the production of an antiangiogenic and/or vascular 
permeability reducing effect in Warm?blooded animals; pro 
cesses for the preparation of such compounds; intermediates 
used in such processes; processes for making such interme 
diates; pharmaceutical compositions containing a compound 
of formula I or a pharmaceutically acceptable salt thereof 
and methods of treating disease states involving angiogen 
esis by administering a compound of formula I or a phar 
maceutically acceptable salt thereof. The compounds of 
formula I inhibit the effects of VEGF, a property of value in 
the treatment of a number of disease states including cancer 
and rheumatoid arthritis. 

1 Claim, No Drawings 
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QUINAZOLINE COMPOUNDS 

The present invention relates to quinaZoline derivatives, 
processes for their preparation, pharmaceutical composi 
tions containing them as active ingredient, methods for the 
treatment of disease states associated With angiogenesis 
and/ or increased vascular permeability, to their use as medi 
caments and to their use in the manufacture of medicaments 
for use in the production of antiangiogenic and/or vascular 
permeability reducing effects in Warm-blooded animals such 
as humans. 

Normal angiogenesis plays an important role in a variety 
of processes including embryonic development, Wound 
healing and several components of female reproductive 
function. Undesirable or pathological angiogenesis has been 
associated With disease states including diabetic retinopathy, 
psoriasis, cancer, rheumatoid arthritis, atheroma, Kaposi’s 
sarcoma and haemangioma (Fan et al., 1995, Trends Phar 
macol. Sci. 16: 57-66; Folkman, 1995, Nature Medicine 1: 
27-31). Alteration of vascular permeability is thought to play 
a role in both normal and pathological physiological pro 
cesses (Cullinan-Bove et al, 1993, Endocrinology 133: 829 
837; Senger et al, 1993, Cancer and Metastasis RevieWs, 12: 
303-324). Several polypeptides With in vitro endothelial cell 
groWth promoting activity have been identi?ed including, 
acidic and basic ?broblast groWth factors (aFGF & bFGF) 
and vascular endothelial groWth factor (V EGF). By virtue of 
the restricted expression of its receptors, the groWth factor 
activity of VEGF, in contrast to that of the FGFs, is relatively 
speci?c toWards endothelial cells. Recent evidence indicates 
that VEGF is an important stimulator of both normal and 
pathological angiogenesis (1akeman et al, 1993, Endocri 
nology, 133: 848-859; Kolch et al, 1995, Breast Cancer 
Research and Treatment, 36:139-155) and vascular perme 
ability (Connolly et al, 1989, 1. Biol. Chem. 264: 20017 
20024). Antagonism of VEGF action by sequestration of 
VEGF With antibody can result in inhibition of tumour 
groWth (Kim et al, 1993, Nature 362: 841-844). Basic FGF 
(bFGF) is a potent stimulator of angiogenesis (e.g. Hayek et 
al, 1987, Biochem Biophys. Res. Commun. 147: 876-880) 
and raised levels of FGFs have been found in the serum 
(Fujimoto et al, 1991, Biochem. Biophys. Res. Commun. 
180: 386-392) and urine (Nguyen et al, 1993, 1. Natl. 
Cancer. Inst. 85: 241-242) of patients With cancer. 

Receptor tyrosine kinases (RTKs) are important in the 
transmission of biochemical signals across the plasma mem 
brane of cells. These transmembrane molecules character 
istically consist of an extracellular ligand-binding domain 
connected through a segment in the plasma membrane to an 
intracellular tyrosine kinase domain. Binding of ligand to 
the receptor results in stimulation of the receptor-associated 
tyrosine kinase activity Which leads to phosphorylation of 
tyrosine residues on both the receptor and other intracellular 
molecules. These changes in tyrosine phosphorylation ini 
tiate a signalling cascade leading to a variety of cellular 
responses. To date, at least nineteen distinct RTK subfami 
lies, de?ned by amino acid sequence homology, have been 
identi?ed. One of these subfamilies is presently comprised 
by the ?ns-like tyro sine kinase receptor, Flt-1, the kinase 
insert domain-containing receptor, KDR (also referred to as 
Elk-1), and another ?ns-like tyrosine kinase receptor, Flt-4. 
TWo of these related RTKs, Flt-1 and KDR, have been 
shoWn to bind VEGF With high af?nity (De Vries et al, 1992, 
Science 255: 989-991; Terrnan et al, 1992, Biochem. Bio 
phys. Res. Comm. 1992, 187: 1579-1586). Binding of 
VEGF to these receptors expressed in heterologous cells has 
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2 
been associated With changes in the tyrosine phosphoryla 
tion status of cellular proteins and calcium ?uxes. 
The present invention is based on the discovery of com 

pounds that surprisingly inhibit the elfects of VEGF, a 
property of value in the treatment of disease states associ 
ated With angiogenesis and/ or increased vascular permeabil 
ity such as cancer, diabetes, psoriasis, rheumatoid arthritis, 
Kaposi’s sarcoma, haemangioma, lymphoedema, acute and 
chronic nephropathies, atheroma, arterial restenosis, autoim 
mune diseases, acute in?ammation, excessive scar forma 
tion and adhesions, endometriosis, dysfunctional uterine 
bleeding and ocular diseases With retinal vessel proliferation 
including macular degeneration. 
VEGF is a key stimulus for vasculogenesis and angio 

genesis. This cytokine induces a vascular sprouting pheno 
type by inducing endothelial cell proliferation, protease 
expression and migration, and subsequent organisation of 
cells to form a capillary tube (Keck, P. 1., Hauser, S. D., 
Krivi, G., SanZo, K., Warren, T., Feder, 1., and Connolly, D. 
T., Science (Washington DC), 246: 1309-1312, 1989; Lam 
oreaux, W. 1., Fitzgerald, M. E., Reiner, A., Hasty, K. A., and 
Charles, S. T., Microvasc. Res., 55: 29-42, 1998; Pepper, M. 
S., Montesano, R., Mandroita, S. 1., Orci, L. and Vassalli, 1. 
D., Enzyme Protein, 49: 138-162, 1996.). In addition, VEGF 
induces signi?cant vascular permeability (Dvorak, H. E, 
Detmar, M., Cla?fey, K. P., Nagy, 1. A., van de Water, L., and 
Seinger, D. R., (Int. Arch Allergy Immunol., 107: 233-235, 
1995; Bates, D. O., Heald, R. 1., Curry, F. E. and Williams, 
B. 1. Physiol. (Lond.), 533: 263-272, 2001), promoting 
formation of a hyper-permeable, immature vascular netWork 
Which is characteristic of pathological angiogenesis. 

It has been shown that activation of KDR alone is 
suf?cient to promote all of the major phenotypic responses 
to VEGF, including endothelial cell proliferation, migration, 
and survival, and the induction of vascular permeability 
(Meyer, M., Clauss, M., Lepple-Wienhues, A., Walten 
berger, 1., Augustin, H. G., Ziche; M., LanZ, C., Biittner, M., 
RZi?a, H-1., and Dehio, C., EMBO 1., 18: 363-374, 1999; 
Zeng, H., Sanyal, S. and Mukhopadhyay, D., 1. Biol. Chem, 
276: 32714-32719, 2001; Gille, H., KoWalski, 1., Li, B., 
LeCouter, 1., Molfat, B, Zioncheck, T. E, Pelletier, N. and 
Ferrara, N., 1. Biol. Chem, 276: 3222-3230, 2001). 

International patent application publication number WO 
00/47212 describes VEGF receptor tyrosine kinase inhibi 
tors. Compounds of WO 00/47212 possess activity against 
VEGF receptor tyrosine kinase (RTK) such that they may be 
used in an amount suf?cient to inhibit VEGF RTK Whilst 
demonstrating no signi?cant activity against EGF RTK 
Their VEGF RTK inhibitory activity is due both to activity 
against KDR and against Flt-1, but generally they are more 
potent against KDR. Generally they have extended plasma 
pharmacokinetics. Some VEGF RTK inhibitors have been 
found to act as potassium channel blockers and are positive 
in a hERG assay; such activity may give rise to ECG 
(electrocardiogram) changes in vivo. Compounds of WO 
00/47212 have predominantly basic side chains. 

Surprisingly We have noW found compounds of the 
present invention to be very potent KDR inhibitors but to 
have less activity against Flt-1 than compounds of WO 
00/47212, to have less extended plasma pharmacokinetics 
than compounds of W0 00/ 47212 and to be inactive or only 
Weakly active in a hERG assay. Compounds of the present 
invention have predominantly neutral side chains. Com 
pounds of the present invention have a bene?cial toxico 
logical pro?le compared to compounds of WO 00/47212. 

According to one aspect of the present invention there is 
provided the use of a compound of the formula I: 
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H 

wherein: 

ring C is an 8, 9, 10, 12 or l3-membered bicyclic or tricyclic 
moiety Which moiety may be saturated or unsaturated, 
Which may be aromatic or non-aromatic, and Which 
optionally may contain l-3 heteroatoms selected indepen 
dently from O, N and S; 

Z is 40*, iNHi or iSi; 

nis0, 1,2, 3,4or5; 
misO, l,2or3; 
R2 represents hydrogen, hydroxy, halogeno, cyano, nitro, 

tri?uoromethyl, Cl_3alkyl, Cl_3alkoxy, Cl_3alkylsulpha 
nyl, iNR3R4 (Wherein R3 and R4, Which may be the 
same or dilTerent, each represents hydrogen or C l_3alkyl), 
or RsXli (wherein X1 represents a direct bond, 40*, 
%H2i, iOC(O)i, iC(O)i, iSi, iSOi, 
isozi, iNR6C(O)i, iC(O)NR7i, iSO2NR8i, 
iNR9SO2i or iNRlOi (Wherein R6, R7, R8, R9 and 
R10 each independently represents hydrogen, C l_3alkyl or 
Cl_3alkoxyC2_3alkyl), and R5 is selected from one of the 
folloWing tWenty-tWo groups: 

1) hydrogen, oXiranylCl_4alkyl or Cl_5alkyl Which may be 
unsubstituted or Which may be substituted With one or 
more groups selected from hydroxy, ?uoro, chloro, bromo 
and amino; 

2) Cl_5alkylX2C(O)Rll (Wherein X2 represents 40* or 
iNRIZi (in which R12 represents hydrogen, Cl_3alkyl 
or Clr33alkoxyC2_3alkyl) and R11 represents Cl_3alkyl, 
iNR R14 or 40R“ (Wherein R13, R14 and R15 Which 
may be the same or di?cerent each represents hydrogen, 
C1_5alkyl or Cl_3alkoXyC2_3alkyl)); 

3) C1_5alkylX3Rl6 (Wherein X3 represents 40*, iSi, 
iSOi, isozi, A)C(O)i, iNR17C(O)i, %(O) 
NRlsi, isOzNRlgi, iNR2OSO2i or iNRni 
(wherein R17, R18, R19, R20 and R21 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R16 represents hydrogen, Cl_3alkyl, cyclopentyl, 
cyclohexyl or a 5-6-membered saturated heterocyclic 
group With 1-2 heteroatomns, selected independently 
from O, S and N, Which Cl_3alkyl group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno and 
Cl_4alkoxy and Which cyclic group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoxyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino, 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4 
alkyl)aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, di(Cl_4 
alkyl)aminoCl_4alkoxy and a group i(4Oi)/(C1_4 
alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D 
is a 5-6-membered saturated heterocyclic group With l-2 
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4 
heteroatoms, selected independently from O, S and N, 
Which cyclic group may bear one or more substituents 
selected from Cl_4alkyl)); 

4) Cl_5alkylX4C1_5alkylX5R22 (Wherein X4 and X5 Which 
may be the same or di?cerent are each iOi, iSi, 

iSOi, iSOZi, iNR23C(O)i, 4C(O)NR24i, 
iSO2NR25i, NR26SO2i or iNRNi (Wherein R23, 
R24, R25, R26 and R27 each independently represents 
hydrogen, C l_3alkyl or C1_3alkoxyC2_3alkyl) and R22 rep 
resents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl); 

5) R28 (Wherein R28 is a 5-6-membered saturated heterocy 
clic group (linked Via carbon or nitrogen) With l-2 het 
eroatoms, selected independently from O, S and N, Which 
heterocyclic group may bear 1 or 2 substituents selected 
from oxo, hydroxy, halogeno, cyano, Cl_4cyanoalkyl, 
Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4 
alkyl, Cl_4alkylsulphonylCl_4alkyl, Cl_4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(Cl_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl)aminoCl_4alkyl, 
C1_4alkylaminoCl_4alkoxy, di(Cl_4all<yl)aminoCl_4 
alkoxy and a group i(iOi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With l-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl)); 

6) C1_5alkyR28 (Wherein R28 is as de?ned hereinbefore); 
7) C25alkenylR28 (Wherein R28 is as de?ned hereinbefore); 
8) C2_5alkynylR28 (Wherein R28 is as de?ned hereinbefore); 
9) R29 (Wherein R29 represents a pyridone group, a phenyl 

group or a 5-6-membered aromatic heterocyclic group 
(linked via carbon or nitrogen) With l-3 heteroatoms 
selected from O, N and S, Which pyridone, phenyl or 
aromatic heterocyclic group may carry up to 5 substitu 
ents selected from oxo, hydroxy, halogeno, amino, 
Cl_4alkyl, Cl_4alkoxy, Cl_4hydroxyalkyl, Cl_4aminoalkyl, 
C l_4alkylamino, C l_4hydroxyalkoxy, carboxy, tri?uorom 
ethyl cyano, 4C(O)NR3 OR31, iNR32C(O)R33 (Wherein 
R30, R3 l, R32 and R33 , Which may be the same or di?cerent, 
each represents hydrogen, Cl_4alkyl or Cl_3alkoXyC2_ 
salkyl) and a group i(iOi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With l-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl)); 

l0) Cl_5alkylR29 (Wherein R29 is as de?ned hereinbefore); 
ll) C2_5alkenylR29 (Wherein R29 is as de?ned hereinbefore); 
l2) C2_5alkynylR29 (Wherein R29 is as de?ned hereinbefore); 
l3) C1_5all<ylX6R29 (Wherein X6 represents 40*, iSi, 
iSOi, iSOZi, iNR34C(O)i, 4C(O)NR35i, 
iSO2NR36i, iNR37SO2i or iNR38i (Wherein 
R34, R35, R36, R37 and R38 each independently represents 
hydrogen, Cl_3alkyl or C l_3alkoxyC2_3alkyl) and R29 is as 
de?ned hereinbefore); 

l4) C2_5alkenylX7R29 (Wherein X7 represents 40*, 
iSi; iSOi, iSOZi, iNR39C(O)i, 4C(O) 
NR4Oi, iSO2NR4li, iNR42SO2i or iNR‘Bi 
(Wherein R39, R40, R41, R42 and R43 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R29 is as de?ned hereinbefore); 

l5) C2_5alkynylX8R29 (Wherein X8 represents 40*, 
iSi, iSOi, iSOZi, iNR44C(O)i, 4C(O) 
NR45i, iSO2NR46, iNR47SO2i or iNR48i 
(Wherein R44, R45, R46, R47 and R48 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R29 is as de?ned hereinbefore); 
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16) Cl_4alkylX9C1_4alkylR29 (wherein X9 represents iOi, 
iSi, iSOi, isozi, iNR49C(O)i, %(O 
NRSOi, isOzNRsli, iNR52SO2i or iNR53i 
(Wherein R49, R50, R51, R52 and R53 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R29 is as de?ned hereinbefore); 

17) C1_4alkylX9C1_4alkylR28 (Wherein X9 and R28 are as 
de?ned hereinbefore); 

18) C2_5alkenyl Which may be unsubstituted or Which may 
be substituted With one or more groups selected from 

hydroxy, ?uoro, amino, Cl_4alkylamino, N,N-di(C1_4 
alkyl)amino, aminosulphonyl, N-Cl_4alkylaminosulpho 
nyl and N,N-di(Cl_4alkyl)aminosulphonyl; 

19) C2_5alkynyl Which may be unsubstituted or Which may 
be substituted With one or more groups selected from 

hydroxy, ?uoro, amino, Cl_4alkylamino, N,N-di(C1_4 
alkyl)amino, amino sulphonyl, N-Cl_4alkylaminosulpho 
nyl and N,N-di(Cl_4alkyl)aminosulphonyl; 

20) C2_5alkenylX9Cl_4alkylR28 (Wherein X9 and R28 are as 
de?ned hereinbefore); 

21) C2_5alkynylX9C1_4alkylR28 (Wherein X9 and R28 are as 
de?ned hereinbefore); and 

22) Cl_4alkylR54(Cl_4alkyl)qQ(9),R55 (Wherein X9 is as 
de?ned hereinbefore, q is 0 or 1, r is 0 or 1, and R54 and 
R55 are each independently selected from hydrogen, 
Cl_3alkyl, cyclopentyl, cyclohexyl and a 5-6-membered 
saturated heterocyclic group With 1-2 heteroatoms, 
selected independently from O, S and N, Which Cl_3alkyl 
group may bear 1 or 2 substituents selected from oxo, 
hydroxy, halogeno and Cl_4alkoxy and Which cyclic 
group may bear 1 or 2 substituents selected from oxo, 
hydroxy, halogeno, cyano, Cl_4cyanoalkyl, Cl_4alkyl, 
Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4alkyl, 
Cl_4alkylsulphonylC1_4alkyl, Cl_4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(Cl_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl)aminoCl_4alkyl, 
Cl_4alkylaminoC1_4alkoXy, di(Cl_4alkyl)aminoCl_4 
alkoxy and a group i(4Oi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl), With the proviso that R54 cannot be 
hydrogen); 

and additionally Wherein any C1_5alkyl, C2_5alkenyl or 
C2_5alkynyl group in RsXli Which is linked to X1 may 
bear one or more substituents selected from hydroxy, 
halogeno and amino); Rl represents hydrogen, oxo, halo 
geno, hydroxy, Cl_4alkoxy, Cl_4alkyl, Cl_4alkoxymethyl, 
Cl_4alkanoyl, Cl_4haloalkyl, cyano, amino, C2_5alkenyl, 
C2_5alkynyl, Cl_3alkanoyloxy, nitro, Cl_4alkanoylamino, 
Cl_4alkoxycarbonyl, Cl_4alkylsulphanyl, Cl_4alkylsul 
phonyl, Cl_4alkylsulphonyl, carbamoyl, N-Cl_4alkylcar 
bamoyl, N,N-di(Cl_4alkyl)carbamoyl, aminosulphonyl, 
N-Cl_4alkylaminosulphonyl, N,N-di(Cl_4alkyl)aminosul 
phonyl, N-(Cl_4alkylsulphonyl)amino, N-(Cl_4alkylsul 
phonyl)-N-(C1_4alkyl)amino, N,N-di(Cl_4alkylsulphonyl) 
amino, a C3_7alkylene chain joined to tWo ring C carbon 
at5o6ms, Cl_4alkanoylaminoCl_4alkyl, carboxy or a group 
R X10 (wherein X10 represents a direct bond, 40*, 
4CH2is isis iSOis 
isozi, iNR57C(O)i, 4C(O)NR58i, 
iSO2NR59i, iNR6OSO2i or iNRmi (Wherein 
R57, R58, R59, R60 and R61 each independently represents 
hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl), and R56 is 
selected from one of the folloWing tWenty-tWo groups: 
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6 
1) hydrogen, oXiranylCl_4alkyl or Cl_5alkyl Which may be 

unsubstituted or Which may be substituted With one or 

more groups selected from hydroxy, ?uoro, chloro, bromo 
and amino; 

2) Cl_5alkylXl1C(O)R62 (wherein X11 represents 40* or 
iNR63i (in Which R63 represents hydrogen, Cl_3alkyl 
or Cl643alkoxyC2_3alkyl) and R62 represents Cl_3alkyl, 
iNR R65 or iOR66 (Wherein R64, R65 and R66 Which 
may be the same or di?cerent each represents hydrogen, 
C1_5alkyl or Cl_3alkoXyC2_3alkyl)); 

3) C1_5alkylXl2R67 (wherein X12 represents 40*, iSi, 
iSOi, iSOZi, 4OC(O)i, iNR68C(O)i, 4C(O 
NR69i, iSO2NR7Oi, iNR7lSO2i or iNRni 
(Wherein R68, R69, R70, R71 and R72 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R67 represents hydrogen, Cl_3alkyl, cyclopentyl, 
cyclohexyl or a 5-6-membered saturated heterocyclic 
group With 1-2 heteroatoms, selected independently from 
O, S and N, Which Cl_3alkyl group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno and 
Cl_4alkoxy and Which cyclic group may bear 1 or 2 
substitueuts selected from oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoxyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino, 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4 
alkyl)aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, di(Cl_4 
alkyl)aminoC1_4alkoXy and a group i(iOi)/(C1_4 
alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D 
is a 5-6-membered saturated heterocyclic group With 1-2 
heteroatoms, selected independently from O, S and N, 
Which cyclic group may bear one or more substituents 
selected from Cl_4alkyl)); 

4) Cl_5alkylX13Cl_5alkylX1'4R73 (wherein X13 and X14 
Which may be the same or di?cerent are each 40*, 

iSi, iSOi, iSOZi, iNR74C(O)i, 4C(O 
NR75i, iSOZiNRMi, iNRWSOZi or iNRni 
(Wherein R74, R75, R76, R77 and R78 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R73 represents hydrogen, C l_3alkyl or C l_3alkoxyC2_3 
alkyl); 

5) R79 (Wherein R79 is a 5-6-membered saturated heterocy 
clic group (linked Via carbon or nitrogen) With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
heterocyclic group may bear 1 or 2 substituents selected 
from oxo, hydroxy, halogeno, cyano, Cl_4cyanoalkyl, 
Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4 
alkyl, Cl_4alkylsulphonylCl_4alkyl, Cl_4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(Cl_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl)aminoCl_4alkyl, 
C1_4alkylaminoC1_4alkoXy, di(Cl_4alkyl)aminoCl_4 
alkoxy and a group i(iOi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl)); 

6) C2_5alkylR79 (Wherein R79 is as de?ned hereinbefore); 
7) C2_5alkenylR79 (Wherein R79 is as de?ned hereinbefore); 
7) C2_5alkenylR79 (Wherein R79 is as de?ned hereinbefore); 
8) C2_5alkynylR79 is as de?ned hereinbefore); 
9) R80 (wherein R80 represents a pyridone group, a phenyl 

group or a 5-6-membered aromatic heterocyclic group 
(linked Via carbon or nitrogen) With 1-3 heteroatoms 
selected from O, N and S, Which pyridone, phenyl or 
aromatic heterocyclic group may carry up to 5 substitu 
ents selected from oxo, hydroxy, halogeno, amino, 
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Cl_4alkyl, Cl_4alkoxy, Cl_4hydroxyalkyl, Cl_4aminoalkyl, 
C l _4alkylamino, C l _4hydroxyalkoxy, carboxy, tri?uorom 
ethyl, cyano, 4C(O)NR81R82, iNR83C(O)R84 (wherein 
R81, R82, R83 and R84, Which may be the same or dilTerent, 
each represents hydrogen, Cl_4alkyl or Cl_3alkoxyC2_ 
salkyl) and a group i(iOi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl)); 

10) Cl_5alkylR8O (wherein R80 is as de?ned hereinbefore); 
11) C2_5alkenylR8O (wherein R80 is as de?ned hereinbefore); 
12) C2_5alkynylR8O (wherein R80 is as de?ned hereinbefore); 
13) Cl_5alkylX15R8O (wherein X15 represents 40*, iSi, 
iSOi, isozi, iNR85C(O)i, %(O)NR86i, 
iSOZNRWi, iNRSSSOZi or iNRsgi (Wherein 
R85, R86, R87, R88 and R89 each independently represents 
hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) and R80 is as 
de?ned hereinbefore); 

14) C2_5alkenylX16R8O (wherein X16 represents 40*, 
isi, isoi, isozi, iNR9°C(O)i, %(o) 
NRQL, iSO2NR92i, iNR93SO2i or iNRQ‘L 
(Wherein R90, R91, R92, R93 and R94 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R80 is as de?ned hereinbefore); 

15) C2_5alkynylXl7R8O (wherein X17 represents 40*, 
Si, iSOi, iSOZi, iNR95C(O)i, 4C(O) 

NR96i, iSOZNRWi, iNR98SO2i or iNRggi 
(Wherein R95, R96, R97, R98 and R99 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R80 is as de?ned hereinbefore); 

16) Cl_4alkylX18Cl_4alkylR8O (wherein X18 represents 
40*, iSi, iSOi, iSOZi, iNRlOOC(O)i, 
4C(O)NRlOli, isOzNRlozi, iNRlO3SO2i or 
iNRlO‘li (Wherein R100, R101, R102, R103 and R104 each 
independently represents hydrogen, C l_3alkyl or 
Cl_3alkoxyCl_3alkyl) and R80 is as de?ned hereinbefore); 

17) Cl_4alkylXl8Cl_4alkylR79 (wherein X18 and R79 are as 
de?ned hereinbefore); 

18) C2_5alkenyl Which may be unsubstituted or Which may 
be substituted With one or more groups selected from 

hydroxy, ?uoro, amino, Cl_4alkylamino, N,N-di(C1_4 
alkyl)amino, aminosulphonyl, N-Cl_4alkylaminosulpho 
nyl and N,N-di(Cl_4alkyl)aminosulphonyl; 

19) C2_5alkynyl Which may be unsubstituted or Which may 
be substituted With one or more groups selected from 

hydroxy, ?uoro, amino, Cl_4alkylamino, N,N-di(C1_4 
alkyl)amino, aminosulphonyl, N-Cl_4alkylaminosulpho 
nyl and N N-di(Cl_4alkyl)aminosulphonyl; 

20) C2_5alkenylXl8C1_4alkylR79 (wherein X18 and R79 are as 
de?ned hereinbefore); 

21) C2_5alkynylX18Cl_4alkylR79 (wherein X18 and R79 are as 
de?ned hereinbefore); and 22) CMalkylRlO5(Cl_4alkyl),C 
Q(IS)yRIO6 wherein X18 is as de?ned hereinbefore, X is 0 
or 1, y is 0 or 1, and R105 and R106 are each independently 
selected from hydrogen, Cl_3alkyl, cyclopentyl, cyclo 
hexyl and a 5-6-membered saturated heterocyclic group 
With 1-2 heteroatoms, selected independently from O, S 
and N, Which C l_3alkyl group may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno and C l_4alkoxy and 
Which cyclic group may bear 1 or 2 substituents selected 
from oxo, hydroxy, halogeno, cyano, Cl_4cyanoalkyl, 
Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4 
alkyl, Cl_4alkylsulphonylCl_4alkyl, Cl_4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(Cl_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl di(Cl_4alkyl)aminoCl_4alkyl, 
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8 
C1_4alkylaminoCl_4alkoxy, di(Cl_4all<yl)aminoCl_4 
alkoxy and a group i(iOi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl) With the proviso that R105 cannot be 
hydrogen); 

and additionally Wherein any C1_5alkyl, C2_5alkenyl or 
C2_5alkynyl group in R56X1Oi Which is linked to X10 
may bear one or more substituents selected from hydroxy, 
halogeno and amino); With the proviso that one or more 
R1 and/or one or more R2 are selected from one of the 
folloWing ?ve groups: 

(1) Qlxli 
wherein X1 is as de?ned hereinbefore and Q1 is selected 

from one of the folloWing ten groups: 

1) Q2 (Wherein Q2 is a 5-6-membered saturated or partially 
unsaturated heterocyclic group With 1-2 heteroatoms, 
selected independently from O, S and N, Which hetero 
cyclic group bears at least one substituent selected from 
C2_5alkenyl, C2_5alkynyl, Cl_6?uoroalkyl, Cl_6alkanoyl, 
aminoCl_6alkanoyl, Cl_4alkylmioCl_6alkanoyl, di(Cl_4 
alkyl)aminoCl_6alkanoyl, Cl_6?uoroalkanoyl, carbamoyl, 
Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, carbam 
oylCl_6alkyl, Cl_4alkylcarbamoylCl_6alkyl, di(Cl_4alkyl) 
carbamoylCl_6alkyl, Cl_6alkylsulphonyl and Cl_6?uoro 
alkylsulphonyl and Which heterocyclic group may 
optionally bear a further 1 or 2 substituents selected from 
C2_5alkenyl, C2_5alkynyl, Cl_6?uoroalkyl, Cl_6alkanoyl, 
aminoCl_6alkanoyl, Cl_4alkylamioCl_6alkanoyl, di(Cl_4 
alkyl)aminoCl_6alkanoyl, Cl_6?uoroalkanoyl, carbamoyl, 
Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, carbam 
oylCl_4alkyl, Cl_4alkylcarbamoylCl_6alkyl, di(Cl_4alkyl) 
carbamoylCl_6alkyl, Cl_6alkylsulphonyl, Cl_6?uoroalkyl 
sulphonyl, oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoxyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4 
alkyl)aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, di(Cl_4 
alkyl)aminoC1_4alkoXy and a group i(iOi)/(C1_4 
alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D 
is a 5-6-membered saturated or partially unsaturated het 
erocyclic group With 1-2 heteroatoms, selected indepen 
dently from O, S and N, Which cyclic group may bear one 
or more substituents selected from Cl_4alkyl)); 

2) Cl_5alkylW1Q2 (wherein W1 represents iOi, iSi, 
iSOi, isozi, A)C(O) i, iNQ3C(O)i, %(O) 
NQ4i, isOzNQsi, iNQ6SO2i or iNQ7i 
(Wherein Q3, Q4, Q5, Q6 and Q7 each independently 
represents hydrogen, Cl_3alkyl, Cl_3alkoXyC2_3alkyl, 
C2_5alkenyl, C2_5alkynyl or Cl_4haloalkyl) and Q2 is as 
de?ned hereinbefore; 

3) Cl_5all<ylQ2 (Wherein Q2 is as de?ned hereinbefore); 
4) C2_5alkenylQ2 (Wherein Q2 is as de?ned hereinbefore); 
5) C2_5alkynylQ2 (Wherein Q2 is as de?ned hereinbefore); 
6) Cl_4alkylW2Cl_4alkylQ2 (Wherein W2 represents 40*, 
iSi, iSOi, isozi, iNQ8C(O)i, %(O) 
NQgi, iSOZNQIOi, iNQUSOZi or iNQlzi 
(Wherein Q8, Q9, Q10, Q11 and Q12 each independently 
represents hydrogen, Cl_3alkyl, Cl_3alkoXyC2_3alkyl, 
C2_5alkenyl, C2_5alkynyl or Cl_4haloalkyl) and Q2 is as 
de?ned hereinbefore); 

7) C2_5alkenylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 
de?ned hereinbefore); 
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8) C2_5alkynylW2Cl_4alkylQ2 (wherein W2 and Q2 are as 
de?ned hereinbefore); 

de?ned hereinbefore, j is 0 or 1, k is 0 or 1 and Q13 and 
Q14 are each independently selected from hydrogen, 
Cl_3alkyl, cyclopentyl, cyclohexyl and a 5-6-membered 
saturated or partially unsaturated heterocyclic group With 
1-2 heteroatoms, selected independently from O, S and N, 
Which Cl_3alkyl group may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno and C l_4alkoxy and 
Which cyclic group may bear 1, 2 or 3 substituents 
selected from C2_5alkenyl, C2_5alkynyl, Cl_6?uoroalkyl, 
Cl_6alkanoyl, aminoCl_6alkanoyl, Cl_4alkylaminoCl_6al 
kanoyl, di(Cl_4alkyl)aminoCl_6alkanoyl, Cl_6?uoroal 
kanoyl, carbamoyl, Cl_4alkylcarbamoyl, di(Cl_4alkyl)car 
bamoyl, carbamoylCl_6alkyl, Cl_4alkylcarbamoylCl_6 
alkyl, di(Cl_4alkyl)carbamoylCl_6alkyl, Cl_6alkylsulpho 
nyl, Cl_6?uoroalkylsulphonyl, oxo, hydroxy, halogeno, 
cyano, Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, 
Cl_4alkoxy, Cl_4alkoxyCl_4alkyl, Cl_4alkylsulphonylCl_4 
alkyl, Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alky 
lamino, di(Cl_4alkylamino, Cl_4alkylaminoCl_4alkyl, 
di(Cl_4alkyl)aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, 
di(C1_4alkyl)aminoC1_4alkoXy and a group i(4Oi)f 
(Cl_4alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring 
D is a 5-6-membered saturated or partially unsaturated 
heterocyclic group With 1-2 heteroatoms, selected inde 
pendently from O, S and N, Which heterocyclic group 
may bear one or more substituents selected from 
Cl_4alkyl), With the provisos that Q13 cannot be hydrogen 
and one or both of Q13 and Q14 must be a 5-6 -membered 
saturated or partially unsaturated heterocyclic group as 
de?ned hereinbefore Which heterocyclic group bears at 
least one substituent selected from C2_5alkenyl, C2_5alky 
nyl, Cl_6?uoroalkyl, Cl_6alkanoyl, aminoClalkanoyl, 
Cl_4alkylaminoCl_6alkanoyl, di(Cl_4alkyl)aminoCl_6al 
kanoyl, Cl_6?uoroalkanoyl, carbamoyl, Cl_4alkylcarbam 
oyl, di(Cl_4alkyl)carbamoyl carbamoylCl_6alkyl, 
C1_4alkylcarbamoylCl_6alkyl, di(Cl_4alkyl)carbam 
oylCl_6 alkyl, Cl_6alkylsulphonyl and Cl_6?uoroalkylsul 
phonyl and Which heterocyclic group optionally bears 1 or 
2 further substituents selected from those de?ned herein 
before); 

10) Cl_4alkylQl3C_4alkanoylQl4” Wherein Q13 is as de?ned 
hereinbefore and is not hydrogen and Q14” is a 5-6 
membered saturated or partially unsaturated heterocyclic 
group containing at least one nitrogen atom and optionally 
containing a further nitrogen atom Wherein Q14” is linked 
to Cl_6alkanoyl through a nitrogen atom and Wherein Q14” 
optionally bears 1, 2 or 3 substituents selected from 
C2_5alkenyl, C2_5alkynyl, Cl_6?uoroalkyl, Cl_6alkanoyl, 
aminoCl_6alkanoyl, Cl_4alkylaminoCl_6alkanoyl, di(Cl_4 
alkyl)aminoCl_6alkanoyl, Cl_6?uoroalkanoyl, carbamoyl, 
Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, carbam 
oylCl_6alkyl, Cl_4alkylcarbamoylCl_6alkyl di(Cl_4alkyl) 
carbamoylCl_6alkyl, Cl_6alkylsulphonyl, Cl_6?uoroalkyl 
sulphonyl, oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoxyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino, 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4 
alkyl)aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, di(Cl_4 
alkyl)aminoCl_4alkoxy and a group i(4Oi)/(C1_4 
alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D 
is a 5-6-membered saturated or partially unsaturated het 
erocyclic group With 1-2 heteroatoms, selected indepen 
dently from O, S and N, Which heterocyclic group may 
bear one or more substituents selected from Cl_4alkyl); 
and additionally Wherein any Cl_5alkyl C2_5alkenyl or 
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10 
C2_5 alkynyl group in QlXli Which is linked to X1 may 
bear one or more substituents selected from hydroxy, 

halogen3o and amino); 
(ii) Ql W i 
Wherein W3 represents iNQ16C(O)i, 4C(O)NQl7i, 
iSOZNQISi, iNQlgsOzi or iNQ2Oi(Wherein 
Q16, Q17, Q18, Q19 and Q20 each independently represents 
C2_5alkenyl, C2_5alkynyl, Cl_4haloalkyl), and Q15 is 
Cl_6haloalkyl, C2_5alkenyl or C2_5alkynyl; 

(iii) Q21W4C1_5alkylXli Wherein W4 represents iNQ22C 
(O)i, iC(O)NQ23i, iSOZN 24*, iNQ25SO62i or 
iNQ26i(Wherein Q22, Q23, Q 4, Q25 and Q2 each 
independently represents hydrogen, Cl_3alkyl, 
Cl_3alkoxyC2_3alkyl, C2_5alkenyl, C2_5alkynyl or Cl_4ha 
loalkyl), and Q21 re resents Cl_6haloalkyl, C2_5alkenyl or 
C2_5alkynyl, and X is as de?ned hereinbefore; 

(iv) QzsCbsalkylXli, QzsCzsalkenylXli or Q28C2_ 
salkynylXli wherein X1 is as de?ned hereinbefore and 
Q28 is an imidaZolidinyl group Which bears tWo oxo 
substituents and one C1_6 alkyl or C3_1Ocycloalkyl group 
Which Cl_6alkyl or C3_locycloalkyl group may bear a 
hydroxy substituent on the carbon atom Which is linked to 
the imidaZolidinyl group, and Wherein the C1_5alkyl 
C1_5alkenyl or Cl_5alkynyl linked to X1 may bear one or 
more substituents selected from hydroxy, halogeno and 
amino; and 

(V) QzgCbsalkylXli, QzgCzsalkenylXli or Q29C2_5alky 
nylXli wherein X1 is as de?ned hereinbefore, the 
C1_5alkyl, C1_5alkenyl or C1_5alkynyl linked to X1 may 
bear one or more substituents selected from hydroxy, 
halogeno and amino and Q29 is a group 1,4-dioXa-8 
aZaspiro[4.5]dec-8-yl, Which may be represented: 

or R1 may be selected from any of the groups de?ned 
hereinbefore and R2 is 6,7-methylenedioxy or 6,7-ethylene 
dioxy; 
or a salt thereof, or a prodrug thereof for example an ester 
or an amide, in the manufacture of a medicament for use in 
the production of an antiangiogenic and/or vascular perme 
ability reducing effect in Warm-blooded animals such as 
humans. 

According to one aspect of the present invention there is 
provided the use of a compound of the formula I: 

Q? 
(I) 

Z 

/ / 
<R2>m\ i 

\ \ N H 

H 

Wherein: 
ring C is an 8, 9, 10, 12 or 13-membered bicyclic or tricyclic 

moiety Which moiety may be saturated or unsaturated, 
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Which may be aromatic or non-aromatic, and Which 
optionally may contain l-3 heteroatoms selected indepen 
dently from O, N and S; 

Z is 40*, iNHi or iSi; 
nis0, 1,2, 3,4or5; 

R2 represents hydrogen, hydroxy, halogeno, cyano, nitro, 
tri?uoromethyl, Cl_3alkyl, Cl_3alkoxy, Cl_3alkylsulpha 
nyl, iNR3R4 (Wherein R3 and R4, Which may be the 
same or dilTerent, each represents hydrogen or C l_3alkyl), 
or RsXli (wherein X1 represents a direct bond, 40*, 
%H2i, iOC(O)i, iC(O)i, iSi, iSOi, 
isozi, iNR6C(O)i, iC(O)NR7i, iSO2NR8i, 
iNR9SO2i or iNRlOi (Wherein R6, R7, R8, R9 and 
R10 each independently represents hydrogen, C l_3alkyl or 
C1_3alkoxyC2_3alkyl), and R5 is selected from one of the 
folloWing tWenty-tWo groups: 

1) hydrogen, oXiranylCl_4alkyl or Cl_5alkyl Which may be 
unsubstituted or Which may be substituted With one or 

more groups selected from hydroxy, ?uoro, chloro, bromo 
and amino; 

2) Cl_5alkylX2C(O)Rll (Wherein X2 represents 40* or 
iNRIZi (in which R12 represents hydrogen, Cl_3alkyl 
or Cl alkoXyC2_3alkyl) and R11 represents Cl_3alkyl, 
iNR R14 or 40R“ (Wherein R13, R14 and R15 Which 
may be the same or di?cerent each represents hydrogen, 
C1_5alkyl or Cl_3alkoXyC2_3alkyl)); 

3) Cl_5alkylX3Rl6 (Wherein X3 represents 40*, iSi, 
isoi, isozi, wqok, iNR17C(O)i, %(o) 
NRlsi, iSOZNRWi, iNRZOSOZi or iNRzli 
(wherein R17, R18, R19, R20 and R21 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R16 represents hydrogen, Cl_3alkyl, cyclopentyl, 
cyclohexyl or a 5-6-membered saturated heterocyclic 
group With 1-2 heteroatoms, selected independently from 
O, S and N, Which Cl_3alkyl group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno and 
Cl_4alkoxy and Which cyclic group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoxyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino, 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4 
alkyl)aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, di(Cl_4 
alkyl)aminoCl_4alkoxy and a group i(4Oi)/(C1_4 
alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D 
is a 5-6-membered saturated heterocyclic group With l-2 
heteroatoms, selected independently from O, S and N, 
Which cyclic group may bear one or more substituents 
selected from Cl_4alkyl)); 

4) Cl_5alkylX4Cl_5alkylX5R22 (Wherein X4 and X5 Which 
may be the same or di?cerent are each -Oi, iSi, 

isoi, isozi, *NR23C(O)*, %(O)NR24< 
iSO2NR25i, iNR26SO2i or iNRNi (Wherein) 
R23, R24, R25, R26 and R27 each independently represents 
hydrogen, C l_3alkyl or C l_3alkoxyC2_3alkyl) and R22 rep 
resents hydrogen, Cl_3alkyl or C1_3alkoXyC2_3alkyl); 

5) R28 (Wherein R28 is a 5-6-membered saturated heterocy 
clic group (linked Via carbon or nitrogen) With l-2 het 
eroatoms, selected independently from O, S and N, Which 
heterocyclic group may bear 1 or 2 substituents selected 
from oxo, hydroxy, halogeno, cyano, Cl_4cyanoalkyl, 
Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4 
alkyl, Cl_4alkylsulphonylCl_4alkyl, Cl_4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(Cl_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl)aminoCl_4alkyl, 
Cl_4alkylaminoCl_4alkoxy, di(Cl_4all<yl)aminoCl_4 
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12 
alkoxy and a group i(iOi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With l-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl)); 

6) C1_5alkyR28 (Wherein R28 is as de?ned hereinbefore); 
7) C2_5alkenylR28 (Wherein R28 is as de?ned hereinbefore); 
8) C2_5alkynylR28 (Wherein R28 is as de?ned hereinbefore); 
9) R29 (Wherein R29 represents a pyridone group, a phenyl 

group or a 5-6-membered aromatic heterocyclic group 
(linked Via carbon or nitrogen) With l-3 heteroatoms 
selected from O, N and S, Which pyridone, phenyl or 
aromatic heterocyclic group may carry up to 5 substitu 
ents selected from oxo, hydroxy, halogeno, amino, 
Cl_4alkyl, Cl_4alkoxy, Cl_4hydroxyalkyl, Cl_4aminoalkyl, 
C l_4alkylamino, C l_4hydroxyalkoxy, carboxy, tri?uorom 
ethyl, cyano, 4C(O)NR3OR3 1, iNR32C(O)R33 (Wherein 
R30, R3 l, R32 and R33 , Which may be the same or di?cerent, 
each represents hydrogen, Cl_4alkyl or Cl_3alkoxyC2_3 
alkyl) and a group i(iOi)/(C1_4alkyl)gringD (Wherein 
f is 0 or 1, g is 0 or 1 and ring D is a 5-6-membered 
saturated heterocyclic group With l-2 heteroatoms, 
selected independently from O, S and N, Which cyclic 
group may bear one or more substituents selected from 
C1-4a1kyD); 

l0) Cl_5alkylR29 (Wherein R29 is as de?ned hereinbefore); 
ll) C2_5alkenylR29 (Wherein R29 is as de?ned hereinbefore); 
l2) C2_5alkynylR29 (Wherein R29 is as de?ned hereinbefore); 
l3) Cl_5all<ylX6R29 (Wherein X6 represents 40*, iSi, 
iSOi, isozi, iNR34C(O)i, %(O)NR35i, 
iSO2NR36i, iNR37SO2i or iNR38i (Wherein 
R34, R35, R36 R37 and R38 each independently represents 
hydrogen, Cl_3alkyl or C l_3alkoxyC2_3alkyl) and R29 is as 
de?ned hereinbefore); 

l4) C2_5alkenylX7R29 (Wherein X7 represents 40*, 
iSi, iSOi, 802i, iNR39C(O)i, %(O)NR4Oi, 
iSO2NR4li, iNR42SO2 i or iNR‘Bi (Wherein 
R39, R40, R41, R42 and R43 each independently represents 
hydrogen, Cl_3alkyl or C l_3alkoxyC2_3alkyl) and R29 is as 
de?ned hereinbefore); 

l5) C2_5alkynylX8R29 (Wherein X8 represents 40*, 

2NR46i, iNR47 SO2i or iNR48 i (Wherein 
R44, R45, R46, R47 and R48 each independently represents 
hydrogen, Cl_3alkyl or C l_3alkoxyC2_3alkyl) and R29 is as 
de?ned hereinbefore); 

l6) C1_4alkylX9Xl_4alkylR29 (Wherein X9 represents 40*, 
iSi, iSOi, isozi, iNR49C(O)i, %(O) 
NRSOi, iSOZNRS 1*, iNR52SO2 %r iNR53i 
(Wherein R49, R50, R51, R52 and R53 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R29 is as de?ned hereinbefore); 

l7) C1_4alkylX9C1_4alkylR28 (Wherein X9 and R28 are as 
de?ned hereinbefore); 

l8) C2_5alkenyl Which may be unsubstituted or Which may 
be substituted With one or more groups selected from 

hydroxy, ?uoro, amino, Cl_4alkylamino, N,N-di(C1_4 
alkyl)amino, aminosulphonyl, N-Cl_4alkylaminosulpho 
nyl and N,N-di(C1_4alkyl)aminosulphonyl; 

l9) C2_5alkynyl Which may be unsubstituted or Which may 
be substituted With one or more groups selected from 

hydroxy, ?uoro, amino, Cl_4alkylamino, N,N-di(Cl_4 
alkyl)amino, aminosulphonyl, N-Cl_4alkylaminosulpho 
nyl and N,N-di(C1_4alkyl)aminosulphonyl; 

20) C2_5alkenylX9Cl_4akylR28 (Wherein X9 and R28 are as 
de?ned hereinbefore); 
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21) C2_5alkynylX9C1_4alkylR28 (wherein X9 and R28 are as 
de?ned hereinbefore); and 

22) Cl_4alkylR54(Cl_4alkyl)qQ(9),R55 (wherein X9 is as 
de?ned hereinbefore, q is 0 or 1, r is 0 or 1, and R54 and 
R55 are each independently selected from hydrogen, 
Cl_3alkyl, cyclopentyl, cyclohexyl and a 5-6-membered 
saturated heterocyclic group With 1-2 heteroatoms, 
selected independently from O, S and N, Which Cl_3alkyl 
group may bear 1 or 2 substituents selected from oxo, 
hydroxy, halogeno and Cl_4alkoxy and Which cyclic 
group may bear 1 or 2 substituents selected from oxo, 
hydroxy, halogeno, cyano, Cl_4cyanoalkyl, C1_4alkyl, 
Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoXyC1_4alkyl, 
Cl_4alkylsulphonylCl_4alkyl, Cl_4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(Cl_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl)aminoCl_4alkyl, 
Cl_4alkylaminoC1_4alkoXy, di(Cl_4alkyl)aminoCl_4 
alkoxy and a group i(4Oi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl), With the proviso that R54 cannot be 
hydrogen); 

and additionally Wherein any C1_5alkyl, C2_5alkenyl or 
C2_5alkynyl group in RsXli Which is linked to X1 may 
bear one or more substituents selected from hydroxy, 
halogeno and amino); 

represents hydrogen, oxo, halogeno, hydroxy, 
Cl_4alkoxy, Cl_4alkyl, Cl_4alkoxymethyl, Cl_4alkanoyl, 
Cl_4haloalkyl, cyano, amino, C2_5alkenyl, C2_5alkynyl, 
Cl_3alkanoyloxy, nitro, Cl_4alkanoylamino, Cl_4alkoxy 
carbonyl, Cl_4alkylsulphanyl, Cl_4alkylsulphonyl, 
Cl_4alkylsulphonyl, carbamoyl, N-Cl_4alkylcarbamoyl, 
N,N-di(Cl_4alkyl)carbamoyl, aminosulphonyl, N-Cl_4 
alkylaminosulphonyl, N,N-di(Cl_4alkyl)aminosulphonyl, 
N-(Cl_4alkylsulphonyl)amino, N-(Cl_4alkylsulphonyl) 
N-(Cl_4alkyl)amino, N,N-di(C1_4alkylsulphonyl)amino, a 
C3_7alkylene chain joined to tWo ring C carbon atoms, 
Cl_4alkanoylaminoCl_4alkyl, carboxy or a group R56Xlo 
(wherein X10 represents a direct bond, 40*, 4CH2i, 
A)C(O)i, %(O)i, iSi, iSOi, isozi, 
iNR57C(O)i, %(O)NR5 8*, iSOZNRS 9*, 
iNR6OSO2i or iNRmi (Wherein R57, R58, R59, R60 
and R6leach independently represents hydrogen, 
Cl_3alkyl or Cl_3alkoxyC2_3alkyl), and R56 is selected 
from one of the folloWing tWenty-tWo groups: 

1) hydrogen, oXiranylCl_4alkyl or Cl_5alkyl Which may be 
unsubstituted or Which may be substituted With one or 

more groups selected from hydroxy, ?uoro, chloro, bromo 
and amino; 

2) Cl_5alkylXl1C(O)R62 (wherein X11 represents 40* or 
iNR63i (in Which R63 represents hydrogen, Cl_3alkyl 
or Cl alkoXyC2_3alkyl) and R62 represents Cl_3alkyl, 
iNR R65 or 40R“ (Wherein R64, R65 and R66 Which 
may be the same or di?cerent each represents hydrogen, 
C1_5alkyl or Cl_3alkoXyC2_3alkyl)); 

3) C1_5alkylXl2R67 (wherein X12 represents 40*, iSi, 
iSOi, isozi, A)C(O)i, iNR68C(O)i, %(O) 
NR69i, iSO2NR7Oi, iNR7lSO2i or iNRni 
(Wherein R68, R69, R70, R71 and R72 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R67 represents hydrogen, Cl_3alkyl, cyclopentyl, 
cyclohexyl or a 5-6-membered saturated heterocyclic 
group With 1-2 heteroatoms, selected independently from 
O, S and N, Which Cl_3alkyl group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno and 
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14 
Cl_4alkoxy and Which cyclic group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoxyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino, 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4 
alkyl)aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, di(Cl_4 
alkyl)aminoC1_4alkoXy and a group i(iOi)/(C1_4 
alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D 
is a 5-6-membered saturated heterocyclic group With 1-2 
heteroatoms, selected independently from O, S and N, 
Which cyclic group may bear one or more substituents 
selected from Cl_4alkyl)); 

4) C1_5alkylXBCLSalkylXMR73 (wherein X13 and X14 
Which may be the same or di?cerent are each 40*, 

iSi, iSOi, isozi, iNR74C(O)i, %(O) 
NR75i, iSO2NR76i, iNR77SO2i or iNRni 
(Wherein R74, R75, R76, R77 and R78 each independently 
represents hydrogen, Cl_3alkyl or C1_3alkoxyC2_3alkyl) 
and R73 represents hydrogen, C l_3alkyl or C l_3alkoxyC2_3 
alkyl); 

5) R79 (Wherein R79 is a 5-6-membered saturated heterocy 
clic group (linked Via carbon or nitrogen) With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
heterocyclic group may bear 1 or 2 substituents selected 
from oxo, hydroxy, halogeno, cyano, Cl_4cyanoalkyl, 
C1_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4 
alkyl, Cl_4alkylsulphonylCl_4alkyl, Cl_4alkoxycarbonyl, 
C l 4aminoalkyl, C l _4alkylamino, di (C l _4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl di(Cl_4alkyl)aminoCl_4alkyl, 
Cl_4alkylaminoC1_4alkoXy, di(Cl_4alkyl)aminoCl_4 
alkoxy and a group i(iOi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl)); 

6) Cl_5alkylR79 (wherein R19 is as de?ned hereinbefore); 
7) C2_5alkenylR79 (Wherein R79 is as de?ed hereinbefore); 
8) C2_5alkynylR79 (Wherein R79 is as de?ned hereinbefore); 
9) R80 (wherein R80 represents a pyridone group, a phenyl 

group or a 5-6-membered aromatic heterocyclic group 
(linked Via carbon or nitrogen) With 1-3 heteroatoms 
selected from O, N and S, Which pyridone, phenyl or 
aromatic heterocyclic group may carry up to 5 substitu 
ents selected from oxo, hydroxy, halogeno, amino, 
Cl_4alkyl, Cl_4alkoxy, Cl_4hydroxyalkyl, Cl_4aminoalkyl, 
C l_4alkylamino, C l_4hydroxyalkoxy, carboxy, tri?uorom 
ethyl, cyano, 4C(O)NR8lR82, iNR83C(O)R84 (Wherein 
R81, R82, R83 and R84, Which may be the same or di?cerent, 
each represents hydrogen, Cl_4alkyl or Cl_3alkoXyC2_ 
salkyl) and a group i(iOi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl)); 

10) Cl_5alkylR8O (wherein R80 is as de?ned hereinbefore); 
11) C2_5alkenylR8O (wherein R80 is as de?ned hereinbefore); 
12) C2_5alkynylR8O (wherein R80 is as de?ned hereinbefore); 
13) Cl_5alkylX15R8O (wherein X15 represents 40*, iSi, 
iSOi, isozi, iNR 85C(O)i, %(O)NR86i 
SO2NR87i, iNRSSSOZi or iNRsgi (Wherein R85, 
R86, R87, R88 and R89 each independently represents 
hydrogen, Cl_3alkyl or C l_3alkoxyC2_3alkyl) and R80 is as 
de?ned hereinbefore); 
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14) C2_5alkenylX16R8O (wherein X16 represents 40*, 
iSi, iSOi, isozi, iNR9OC(O)i, i(O) 
NRgli, iSO2NR92i, iNR93SO2i or iNRg‘li 
(Wherein R90, R91, R92, R93 and R94 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R80 is as de?ned hereinbefore); 

15) C2_5alkynylXl7R8O (wherein X17 represents 40*, 
iSi, iSOi, isozi, iNR95C(O)i, %(O) 
NR96i, iSO2NR97i, iNR98SO2i or iNRggi 
(Wherein R95, R96, R97, R98 and R99 each independently 
represents hydrogen, Cl_3alkyl or Cl_3alkoxyC2_3alkyl) 
and R80 is as de?ned hereinbefore); 

16) Cl_4alkylX18Cl_4alkylR8O (wherein X18 represents 
A) i, iSi, iSOi, isozi, iNRlOOC(O)i, 
%(O)NRlOli, isOzNRlozi, iNRHBSOZi or 
iNRlo‘li (Wherein R100, R101, R102, R103 and R104 each 
independently represents hydrogen, Cl_3alkyl or 
Cl_3alkoxyC2_3alkyl) and R80 is as de?ned hereinbefore); 
17) C l_4alkylX18C l_4alkylR79 (wherein X18 and R79 are as 
de?ned hereinbefore); 

18) C2_5alkenyl Which may be unsubstituted or Which may 
be substituted With one or more groups selected from 

hydroxy, ?uoro, amino, Cl_4alkylamino, N,N-di(Cl_4 
alkyl)amino, aminosulphonyl, N-Cl_4alkylaminosulpho 
nyl and N,N-di(Cl_4alkyl)aminosulphonyl; 

19) C2_5alkynyl Which may be unsubstituted or Which may 
be substituted With one or more groups selected from 

hydroxy, ?uoro, amino, Cl_4alkylamino, N,N-di(Cl_4 
alkyl)amino, aminosulphonyl, N-Cl_4alkylaminosulpho 
nyl and N,N-di(Cl_4alkyl)aminosulphonyl; 

20) C2_5alkenylXl8C1_4alkylR79 (wherein X18 and R79 are as 
de?ned hereinbefore); 

21) C2_5 alkyuylX18Cl'4alkylR79 (wherein X18 and R79 are 
as de?ned hereinbefore); and 

22) Cl_4alkylR1O5(C1_4alkyl)xQ(l8)yR106 (wherein X18 is as 
de?ned hereinbefore, X is 0 or 1, y is 0 or 1, and R105 and 
R106 are each independently selected from hydrogen, 
Cl_3alkyl, cyclopentyl, cyclohexyl and a 5-6-membered 
saturated heterocyclic group With 1-2 heteroatoms, 
selected independently from O, S and N, Which Cl_3alkyl 
group may bear 1 or 2 substituents selected from oxo, 
hydroxy, halogeno and Cl_4alkoxy and Which cyclic 
group may bear 1 or 2 substituents selected from oxo, 
hydroxy, halogeno, cyano, Cl_4cyanoalkyl, Cl_4alkyl, 
Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4alkyl, 
Cl_4alkylsulphonylCl_4alkyl, Cl_4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(Cl_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl)aminoCl_4alkyl, 
Cl_4alkylaminoCl_4alkoxy, di(Cl_4all<yl)aminoCl_4 
alkoxy and a group i(4Oi)/(C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is a 
5-6-membered saturated heterocyclic group With 1-2 het 
eroatoms, selected independently from O, S and N, Which 
cyclic group may bear one or more substituents selected 
from Cl_4alkyl) With the proviso that R105 cannot be 
hydrogen); 

and additionally Wherein any C1_5alkyl, C2_5alkenyl or 
C2_5alkynyl group in R56X1Oi Which is linked to X10 
may bear one or more substituents selected from hydroxy, 

halogeno and amino); 
With the proviso that one or more R1 and/or one or more R2 

are selected from one of the folloWing three groups: 

(1) Qlxli 
wherein X1 is as de?ned hereinbefore, and Q1 is selected 

from one of the folloWing nine groups: 
1) Q2 (Wherein Q2 is a 5-6-membered saturated or partially 

unsaturated heterocyclic group With 1-2 heteroatoms, 
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16 
selected independently from O, S and N, Which hetero 
cyclic group bears at least one substituent selected from 
C2_5alkenyl, C2_5alkynyl, Cl_6?uoroalkyl, Cl_6alkanoyl, 
Cl’6 ?uoroalkanoyl, Cl_6alkylsulphonyl and Cl_6?uoro 
alkylsulphonyl and Which heterocyclic group may option 
ally bear a further 1 or 2 substituents selected from 
C2_5alkenyl, C2_5alkynyl, Cl_6 ?uoroalkyl, Cl_6alkanoyl, 
Cl_6?uoroalkanoyl, Cl_6alkylsulphonyl, Cl_6?uoroalkyl 
sulphonyl, oxo, hydroxy, halogeno, cyano, Cl_4cy 
anoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4 
alkoXyC1_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, C1_4 alkylamino, 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4 
alkyl)aminoCl_4alkyl, C 1_ 4 alkylaminoC 1_ 4alkoxy, di(C 1_ 4 
alkyl)aminoC1_4alkoXy and a group i(iOi)/(C1_4 
alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D 
is a 5-6-membered saturated or partially unsaturated het 
erocyclic group With 1-2 heteroatoms, selected indepen 
dently from O, S and N, Which cyclic group may bear one 
or more substituents selected from Cl_4alkyl)); 

2) Cl_5alkylW1Q2 (wherein W1 represents iOi, iSi, 
iSOi, isozi, A)C(O)i, iNQ3C(O)i, %(O) 
NQ‘li, isOzNQsi, iNQ6SO2i or iNQ7i 
(Wherein Q3, Q4, Q5, Q6 and Q7 each independently 
represents hydrogen, Cl_3alkyl, Cl_3alkoXyC2_3alkyl, 
C2_5alkenyl C2_5alkynyl or Cl_4haloalkyl) and Q2 is as 
de?ned hereinbefore; 

3) Cl_5all<ylQ2 (Wherein Q2 is as de?ned hereinbefore); 
4) C2_5alkenylQ2 (Wherein Q2 is as de?ned hereinbefore); 
5) C2_5alkynylQ2 (Wherein Q2 is as de?ned hereinbefore); 
6) Cl_4alkylW2Cl_4alkylQ2 (Wherein W2 represents 40*, 
iSi, iSOi, iSOzi, iNQ8C(O)i, %(O) 
NQgi, iSOZNQIOi, iNQUSOZi or iNQlzi 
(Wherein Q8, Q9, Q10, Q11 and Q12 each independently 
represents hydrogen, Cl_3alkyl, Cl_3alkoXyC2_3alkyl, 
C2_5alkenyl, C2_5alkynyl or Cl_4haloalkyl) and Q2 is as 
de?ned hereinbefore); 

7) C2_5alkenylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 
de?ned hereinbefore); 

8) C2_5alkynylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 
de?ned hereinbefore); and 

9) Cl_4all<ylQl3 (C1_4all<yl)j(W2)kQl4 (Wherein W2 is as 
de?ned hereinbefore,j is 0 or 1, k is 0 or 1, and Q13 and 
Q14 are each independently selected from hydrogen, 
Cl_3alkyl, cyclopentyl, cyclohexyl and a 5-6-membered 
saturated or partially unsaturated heterocyclic group With 
1-2 heteroatoms, selected independently from O, S and N, 
Which Cl_3alkyl group may bear 1 or 2 substituents 
selected from oxo, hydroxy, halogeno and C 1_ 4alkoxy and 
Which cyclic group may bear 1, 2 or 3 substituents 
selected from C2_5alkenyl, C2_5alkynyl, Cl_6?uoroalkyl, 
Cl_6alkanoyl, Cl_6?uoroalkanoyl, Cl_6alkylsulphonyl, 
C l_6?uoroalkylsulphonyl, oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoxyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino, 
di(Cl4 alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4 
alkyl)aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, di(Cl_4 
alkyl)aminoC1_4alkoXy and a group i(iOi)/(C1_4 
alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D 
is a 5-6-membered saturated or partially unsaturated het 
erocyclic group With 1-2 heteroatoms, selected indepen 
dently from O, S and N, Which heterocyclic group may 
bear one or more substituents selected from Cl_4alkyl), 
With the provisos that Q13 cannot be hydrogen and one or 
both of Q13 and Q14 must be a 5-6-membered saturated or 
partially unsaturated heterocyclic group as de?ned here 
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inbefore Which heterocyclic group bears at least one 
substituent selected from C2_5alkenyl, C2_5alkynyl, 
Cl_6?uoroalkyl, Cl_6alkanoyl, Cl_6 ?uoroalkanoyl, 
Cl_6alkylsulphonyl and Cl_6?uoroalkylsulphonyl and 
Which heterocyclic group optionally bears l or 2 further 
substituents selected from those de?ned hereinbefore); 
and additionally Wherein any Cl_5alkyl, C2_5alkenyl or 
C2_5alkynyl group in QlXli Which is linked to X1 may 
bear one or more substituents selected from hydroxy, 

halogeno and amino); 

Wherein W3 represents iNQ16C(O)i, 4C(O)NQl7i, 
iSOZNQISi, iNQ19SO2 i or iNQZOi (Wherein 
Q16, Q17, Q18, Q19 and Q20 each independently represents 
C2_5alkenyl, C2_5alkynyl, Cl_4haloalkyl), and Q15 is 
Cl_6haloalkyl, C2_5alkenyl or C2_5alkynyl; and 

(iii) Q2lW4Cl_5alkylX1i Wherein W4 represents iNQ22C 

iNQ26i (Wherein Q22, Q23, Q24, Q25 and Q26 each 
independently represents hydrogen, C l_3alkyl, 

loalkyl), and Q21 represents Cl_6haloalkyl, C2_5alkenyl or 
C2_5alkynyl, and X1 is as de?ned hereinbefore; or a salt 
thereof, or a prodrug thereof for example an ester or an 
amide, in the manufacture of a medicament for use in the 
production of an antiangiogenic and/or vascular perme 
ability reducing effect in Warm-blooded animals such as 
humans. 
According to one aspect of the present invention ring C is 

a 9-l0-membered aromatic bicyclic moiety Which may 
optionally contain 1-3 heteroatoms selected independently 
from O, N and S. 

According to one aspect of the present invention ring C is 
a 9-l0-membered heteroaromatic bicyclic moiety Which 
contains 1-3 heteroatoms selected independently from O, N 
and S. 

According to one aspect of the present invention ring C is 
a 9-l0-membered heteroaromatic bicyclic moiety Which 
contains 1 or 2 nitrogen atoms. 

According to one aspect of the present invention ring C is 
indolyl, quinolinyl, indaZolyl or aZaindolyl. 

According to one aspect of the present invention ring C is 
indolyl, indaZolyl or aZaindolyl. 

According to one aspect of the present invention ring C is 
indolyl or aZaindolyl. 

According to one aspect of the present invention ring C is 
aZaindolyl. 

According to one aspect of the present invention ring C is 
indolyl. 

According to one aspect of the present invention ring C is 
indaZolyl. 

According to one aspect of the present invention ring Z is 
iOi or iSi. 

According to one aspect of the present invention ring Z is 
iOi. 

In one embodiment of the present invention X1 represents 
a direct bond, iOi, iSi, iNR6C(O)i, iNR9SO2i 
or iNRlOi (Wherein R6, R9 and R10 each independently 
represents hydrogen, C1_2alkyl or Cl_2alkoXyethyl). 

In one embodiment of the present invention X1 represents 
a direct bond, iOi, iSi, iNR6C(O)i, iNR9SO2i 
(Wherein R6 and R9 each independently represents hydrogen 
or Cl_2alkyl) or NH. 

In one embodiment of the present invention X1 represents 
iOi, iSi, iNR6C(O)i (Wherein R6 represents 
hydrogen or Cl_2alkyl) or NH. 

20 

25 

30 

35 

40 

45 

50 

55 

60 

65 

18 
In one embodiment of the present invention X1 represents 

40* or iNR6C(O)i (Wherein R6 represents hydrogen 
or Cl_2alkyl). 

In one embodiment of the present invention X1 represents 
40* or iNHC(O)i. 

In one embodiment of the present invention X1 represents 
ADi. 

According to another aspect of the present invention X1 
represents iOi or a direct bond. 

In one embodiment of the present invention R1 is selected 
from one of the three groups: 
(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 
(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
and 

(iii) Q2lW4C1_5alkylXli Wherein Q21, W4 and X1 are as 
de?ned hereinbefore; and/or Rl represents oxo, hydroxy, 
C l_2alkoxymethyl, amino, halogeno, C1_2alkyl, 
Cl_2alkoxy, tri?uoromethyl, cyano, nitro, C2_3alkanoyl 
According to one aspect of the present invention Rl 

represents methyl, ethyl, tri?uoromethyl or halogeno. 
According to another aspect of the present invention Rl 

represents methyl, ?uoro, chloro or bromo. 
According to another aspect of the present invention Rl 

represents methyl or ?uoro. 
In one embodiment of the present invention n is 3. 
In one embodiment of the present invention n is 2. 
In one embodiment of the present invention n is 1. 
In one embodiment of the present invention n is 0. 
In one embodiment of the present invention n is 0, l or 2. 
In one embodiment of the present invention In is l or 2. 
In one embodiment of the present invention In is 1. 
In one embodiment of the present invention In is 2. 
In one embodiment of the present invention X3 represents 

ADi, iSi, iSOi, 802i, iSO2NRl9i or 
iNRzli (wherein R19 and R21 each independently repre 
sents hydrogen, Cl_2alkyl or Cl_2alkoXyethyl). 

In one embodiment of the present invention X3 represents 
40* or iNRzli (Wherein R21 represents hydrogen or 
Cl_2alkyl). 

In one embodiment of the present invention X3 represents 
ADi. 

In one embodiment of the present invention X4 and X5 
Which may be the same or different each represents 40*, 
iSi or iNRNi (Wherein R27 represents hydrogen, 
Cl_2alkyl or Cl_2alkoxyethyl). 

In one embodiment of the present invention X4 and X5 
Which may be the same or different each represents iOi 
or iNHi. 

In one embodiment of the present invention X4 and X5 
each represents 40*. 

In one embodiment of the present invention X6 represents 
40*, iSi or iNR38i (Wherein R38 represents hydro 
gen, Cl_2alkyl or Cl_2alkoxyethyl). 

In one embodiment of the present invention X6 represents 
40* or iNR38i (Wherein R38 represents hydrogen or 
Cl_2alkyl). 

In one embodiment of the present invention X6 represents 
ADi. 

In one embodiment of the present invention X7 represents 
40*, iSi or iNR‘Bi (Wherein R43 represents hydro 
gen, Cl_2alkyl or Cl_2alkoxyethyl). 

In one embodiment of the present invention X7 represents 
40* or iNR‘Bi (Wherein R43 represents hydrogen or 
Cl_2alkyl). 

In one embodiment of the present invention X7 represents 
ADi. 









US 7,268,230 B2 
25 

In one embodiment of the present invention R2 is selected 
from one of the ?ve groups: 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 

(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
(iii) Q21W4C1_5alkylXli Wherein Q21, W4 and X1 are as 

de?ned hereinbefore; 
(iv) QzsCbsalkylXli, QZSCLSaIkenyIXIi or Q28C2_5 
alkynylXli Wherein Q28 and X1 are as de?ned herein 

before; and 

(v) QzgCbsalkylXli, QzgCzsalkenylXli or Q29C2_5alky 
nylXli Wherein Q29 and X1 are as de?ned hereinbefore; 

and/ or R2 represents methoxy, or R2 represents 6,7-methyl 
enedioxy or 6,7-ethylenedioxy. 
In one embodiment of the present invention R2 is selected 

from one of the ?ve groups: 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 

(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
(iii) Q21W4C1_5alkylXli Wherein Q21, W4 and X1 are as 

de?ned hereinbefore; 
(iv) QzsCbsalkylXli, QzsCzsalkenylXli or Q28C2_ 
salkynylXli Wherein Q28 and X1 are as de?ned herein 
before; and 

(v) QzgCbsalkylXli, QzgCzsalkenylXli or Q29C2_5alky 
nylXli Wherein Q29 and X1 are as de?ned hereinbefore; 

and/ or R2 represents methoxy. 

In one embodiment of the present invention R2 is selected 
from one of the three groups: 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 

(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
and 

(iii) Q21W4C1_5alkylXli Wherein Q21, W4 and X1 are as 
de?ned hereinbefore; 

and/ or R2 represents methoxy. 

In one embodiment of the present invention R2 is QlXl 
Wherein Q1 and X1 are as de?ned hereinbefore and/or R2 
represents methoxy. 

In one embodiment of the present invention R2 is QISW3 
Wherein Q15 and W3 are as de?ned hereinbefore and/ or R2 
represents methoxy. 

In one embodiment of the present invention R2 is 
Q21W4C1_5alkylXli Wherein Q21, W4 and X1 are as de?ned 
hereinbefore and/or R2 represents methoxy. 

In one embodiment of the present invention R2 is Q28C1_5 
alkylXli, QzsCzsalkenylXli or QzsCzsalkynylXli 
Wherein Q28 and X1 are as de?ned hereinbefore and/or R2 
represents methoxy. 

In one embodiment of the present invention R2 is Q29C1_5 
alkylXli, QzgCzsalkenylXli or QzgCzsalkynylXli 
Wherein Q29 and X1 are as de?ned hereinbefore and/or R2 
represents methoxy. 

In one embodiment of the present invention R2 is 6,7 
methylenedioxy or 6,7-ethylenedioxy. 

According to another aspect of the present invention there 
are provided compounds of the formula I. 

According to another aspect of the present invention there 
are provided compounds of the formula Ia: 
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(R13) (Ia) 

ZQ 
/ / N 

<R2>ma— k \ \ N H 

H 

[Wherein: 
ring C“ is indolyl, indaZolyl or aZaindolyl; 
R1“ is selected from oxo, hydroxy, Cmalkoxymethyl, 

amino, halogeno, Cl_3alkyl, Cl_3alkoxy, tri?uoromethyl, 
cyano, nitro, Cl_3alkanoyl, 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore, 
(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore, 
(iii) Q2lW4C1_5alkylXli Wherein Q21, W4 and X1 are as 
de?ned hereinbefore; 

R2 is as de?ned hereinbefore; 
ma is 0,1,2 or 3; 
Z“ is 40* or iSi; 
and na is 0, l or 2; 
With the proviso that at least one R2 is selected from (i), (ii), 

(iii), (iv) or (v) as de?ned hereinbefore in the de?nitions 
of R2, and/or R1“ is selected from (i), (ii) and (iii) as 
de?ned hereinbefore, 

or R2 is 6,7-methylenedioxy or 6,7-ethylenedioxy; 

and salts thereof, and prodrugs thereof for example esters, 
amides and sulphides, preferably esters and amides. 

According to another aspect of the present invention there 
are provided compounds of the formula II: 

(11) 

RZa 

[Wherein: 
ring C“ is indolyl, indaZolyl or aZaindolyl; 
R1“ is selected from oxo, hydroxy, Cmalkoxymethyl, 

amino, halogeno, Cl_3alkyl, Cl_3alkoxy, tri?uoromethyl, 
cyano, nitro, Cl_3alkanoyl 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 
(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
and 

(iii) Q2lW4C1_5alkylXli Wherein Q21, W4 and X1 are as 
de?ned hereinbefore; 

R2“ and R21’, are each independently selected from hydro 
gen, hydroxy, halogeno, cyano, nitro, tri?uoromethyl, 
Cl_3alkyl, Cl_3alkoxy, Cl_3alkylsulphanyl, iNR3aR4a 
(Wherein R3“ and R4“, Which may be the same or different, 
each represents hydrogen or Cl_3alkyl), 
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(i) QlXl wherein Q1 and X1 are as de?ned hereinbefore, 
(ii) QISW3 wherein Q15 and W3 are as de?ned hereinbefore, 
(iii) Q21W4C1_5alkylXli Wherein Q21, W4 and X1 are as 

de?ned hereinbefore, 
(iv) QzsCbsalkylXli, QZSCLSaIkenyIXIi or Q2lC2_5 
alkynylXli Wherein Q28 and X1 are as de?ned herein 
before or 

(V) QzgCbsalkylXli, QzgCzsalkenylXli or Q29C2_5alky 
nylXli Wherein Q29 and X1 are as de?ned hereinbefore, 

or R2“ and R21’ together form 6,7-methylenedioxy or 6,7 
ethylenedioxy; 

Z“ is 0* or iSi; 
and na is 0, l or 2; 
With the proviso that at least one of R2“ and R21’ is selected 

from (i), (ii), (iii), (iv) or (V) as de?ned hereinbefore 
and/or R1“ is selected from (i), (ii) and (iii) as de?ned 
hereinbefore, or R2“ and R21’ together form 6,7-methyl 
enedioxy or 6,7-ethylenedioxy; 

and salts thereof, and prodrugs thereof for example esters, 
amides and sulphides, preferably esters and amides. 

According to another aspect of the present invention there 
are provided compounds of the formula Ha: 

(Ha) 

RZa 

[Wherein: 
ring C“ is indolyl, indaZolyl or aZaindolyl; 
R1“ is selected from oxo, hydroxy, Cl_2alkoXymethyl, 

amino, halogeno, Cl_3alkyl, Cl_3alkoxy, tri?uoromethyl, 
cyano, nitro, Cl_3alkanoyl, 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 
(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 

and 
(iii) Q21W4C1_5alkylXli Wherein Q21, W4 and X1 are as 

de?ned hereinbefore; 
R2“ and R21’, are each independently selected from hydro 

gen, hydroxy, halogeno, cyano, nitro, tri?uoromethyl, 
Cl_3alkyl, Cl_3alkoxy, Cl_3alkylsulphanyl, iNR3aR4a 
(Wherein R3“ and R4“, Which may be the same or different, 
each represents hydrogen or Cl_3alkyl), 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 
(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 

and 
(iii) Q21W4C1_5alkylXli Wherein Q21, W4 and X1 are as 

de?ned hereinbefore; 
Z“ is 40* or iSi; 
and na is 0, l or 2; 
With the proviso that at least one of R2“ and R21’ is selected 

from (i), (ii) and (iii) as de?ned hereinbefore and/or R1“ 
is selected from (i), (ii) and (iii) as de?ned hereinbefore; 

and salts thereof, and prodrugs thereof for example esters, 
amides and sulphides, preferably esters and amides. 

According to another aspect of the present invention there 
are provided compounds of the formula IIa as de?ned 
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28 
hereinbefore Wherein at least one of R2“ and R21’ is selected 
from (i), (ii) and (iii) as de?ned hereinbefore. 

In one embodiment of the present invention Z“ is 40*. 

In one embodiment of the present invention Ca is indol 
5-yl, indol-6-yl, 7-aZaindol-5-yl, indaZol-5-yl, indaZol-6-yl. 

In one embodiment of the present invention C“ is indol 
5-yl, 7-aZaindol-5-yl or indaZol-5-yl. 

In one embodiment of the present invention C“ is indol 
5-yl. 

In one embodiment of the present invention C“ is 7-aZa 
indol-5-yl. 

In one embodiment of the present invention R1“ is halo 
geno or Cl_3alkyl. 

In one embodiment of the present invention R1“ is ?uoro 
or methyl. 

In one embodiment of the present invention R2“ is meth 
oxy and R21’ is selected from one of the ?ve folloWing 
groups: 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 

(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
(iii) Q2lW4C1_5alkylXli Wherein Q21, W4 and X1 are as 
de?ned hereinbefore; 

(iv) QzsCbsalkylXli, QzsCzsalkenylXli or Q28C2_5 
alkynylXli Wherein Q28 and X1 are as de?ned herein 
before; and 

(v) QzgCbsalkylXli, Q29C2_5alkenylX1i or Q29C2_5alky 
nylXli Wherein Q29 and X1 are as de?ned hereinbefore. 

In one embodiment of the present invention R2“ is meth 
oxy and R21’ is selected from one of the three folloWing 
groups: 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 

(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
and 

(iii) Q2lW4C1_5alkylXli Wherein Q21, W4 and X1 are as 
de?ned hereinbefore. 

In another embodiment of the present invention R21’ is 
methoxy and R2“ is selected from one of the ?ve folloWing 
groups: 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 
(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
(iii) Q2lW4C1_5alkylXli Wherein Q21, W4 and X1 are as 
de?ned hereinbefore; 

(iv) QzsCbsalkylXli, QzsCzsalkenylXli or Q28C2_5 
alkynylXli Wherein Q28 and X1 are as de?ned herein 
before; and 

(v) QzgCbsalkylXli, QzgCzsalkenylXli or Q29C2'5alky 
nylXli Wherein Q29 and X1 are as de?ned hereinbefore. 

In another embodiment of the present invention R21’ is 
methoxy and R2“ is selected from one of the three folloWing 
groups: 

(i) QlXl Wherein Q1 and X1 are as de?ned hereinbefore; 
(ii) QISW3 Wherein Q15 and W3 are as de?ned hereinbefore; 
and 

(iii) Q2lW4alkylXli Wherein Q21, W4 and X1 are as de?ned 
hereinbefore. 

According to another aspect of the present invention there 
are provided compounds of the formula IIb: 
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(Hb) 

RZd 

H 

R23 / IN 

\NXH 
H 

[Wherein: 
M is iCHi or iNi; 

R26 is linked to a carbon atom of the 5-membered ring and 
is selected from hydrogen and methyl; 

Rzd is linked to a carbon atom of the 6-membered ring and 
is selected from hydrogen and ?uoro; 

Z“, R2“ and R21’, are as de?ned hereinbefore; 
With the proviso that at least one of R7“ and R21’ is selected 

from (i), (iii), (iv) and (V) as de?ned hereinbefore; 

and salts thereof, and prodrugs thereof for example esters, 
amides and sulphides, preferably esters and amides. 

According to another aspect of the present invention there 
are provided compounds of the formula llc: 

(llc) 

RZa 

[Wherein: 
M is iCHi or iNi; 

R26 is linked to a carbon atom of the 5-membered ring and 
is selected from hydrogen and methyl; 

Rzd is linked to a carbon atom of the 6-membered ring and 
is selected from hydrogen and ?uoro; 

Z“, R2“ and R21’, are as de?ned hereinbefore; 
With the proviso that at least one of R2“ and R21’ is selected 

from (i), (ii) and (iii) as de?ned hereinbefore; 

and salts thereof, and prodrugs thereof for example esters, 
amides and sulphides, preferably esters and amides. 

According to another aspect of the present invention there 
are provided compounds of the formula lld: 
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(11d) 

RZa 

[Wherein: 
M is 4CHi or iNi; 

R26 is linked to a carbon atom of the 5-membered ring and 
is selected from hydrogen and methyl; 

R” is linked to a carbon atom of the 6-membered ring and 
is selected from hydrogen and ?uoro; 

one of R2“ and R21’ is methoxy and the other is QlXl wherein 
X1 is as de?ned hereinbefore and Q1 is selected from one 
of the folloWing ten groups: 

1) Q2 (Wherein Q2 is a heterocyclic group selected from 
pyrrolidinyl, piperidinyl, piperaZinyl, 

Which heterocyclic group bears at least one substituent 
selected from C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, 
Cl_4alkanoyl, aminoCl_6alkanoyl, Cl_4alkylaminoCl_6al 
kanoyl, di(Cl_4alkyl)aminoCl_6alkanoyl, Cl_4?uoroal 
kanoyl, carbamoyl, Cl_4alkylcarbamoyl, di(C1_4alkyl)car 
bamoyl, carbamoylCl_6alkyl, Cl_4alkylcarbamoylCl_6alkyl, 
di(C1_4alkyl)carbamoylCl_6alkyl, Cl_4alkylsulphonyl and 
C l_4?uoroalkylsulphonyl and Which heterocyclic group may 
optionally bear a further 1 or 2 substituents selected from 
C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, Cl_4alkanoyl, 
aminoCl_6alkanoyl, Cl_4alkylaminoCl_4alkanoyl, di(Cl_4 
alkyl)aminoC 1 _ 6alkanoyl, C 1 _4?uoroalkanoyl, carbamoyl, 
Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, carbam 
oylC1_6 alkyl, Cl_4alkylcarbamoylCl_6alkyl, di(C1_4alkyl) 
carbamoylCl_6alkyl, Cl_4alkylsulphonyl, Cl_4?uoroalkyl 
sulphonyl, oxo, hydroxy, halogeno, cyano, Cl_4cyanoalkyl, 
Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4 
alkyl, C l _4alkyl sulphonylC l _4alkyl, C l _4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(C1_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl)aminoCl_4alkyl, 
Cl_4alkylaminoCl_4alkoxy, di(Cl_4alkyl)aminoCl_4alkoxy 
and a group i(iOi)fCl_4alkyl)gringD (Wherein f is 0 or 
1, g is 0 or 1 and ring D is selected from pyrrolidinyl, 
piperidinyl, piperaZinyl, 
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Which heterocyclic group may bear one or more substituents 
selected from Cl_4alkyl)); 
2) Cl_5alkylW1Q2 (wherein W1 represents 40*, iSi, 
iSOi, isozi, iOC(O)i, iNQ3C(O)i, %(O) 
NQ4i, isOzNQsi, iNQ6S2i or iNQ7i (wherein 
Q3, Q4, Q5, Q6 and Q7 each independently represents 
hydrogen, C1_2alkyl, Cl_2alkoXyC2_3alkyl, C2_5alkenyl, 
C2_5alkynyl or Cl_4haloalkyl) and Q2 is as de?ned here 
inbefore; 

3) Cl_5alkylQ2 (Wherein Q2 is as de?ned hereinbefore); 
4) C2_5alkenylQ2 (Wherein Q2 is as de?ned hereinbefore); 
5) C2_5alkynylQ2 (Wherein Q2 is as de?ned hereinbefore); 
6) Cl_4alkylW2Cl_4alkylQ2 (Wherein W2 represents 40*, 
iSi, iSOi, isozi, iNQ8C(O)i, %(O) 
NQgi, iSOZNQIOi, iNQUSOZi or iNQlzi 
(Wherein Q8, Q9, Q10, Q11 and Q12 each independently 
represents hydrogen, Cl_3alkyl, Cl_3alkoXyC2_3alkyl, 
C2_5alkenyl, C2_5alkynyl or Cl_4haloalkyl) and Q2 is as 
de?ned hereinbefore); 

7) C2_5alkenylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 
de?ned hereinbefore); 

8) C2_5alkynylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 
de?ned hereinbefore); 

9) Cl_4alkylQl3(Cl_4alkyl)j(W2)kQl4 (Wherein W2 is as 
de?ned hereinbefore, j is 0 or 1, k is 0 or 1, and Q13 and 
Q14 are each independently selected from pyrrolidinyl, 
piperidinyl, piperaZinyl, 

Which heterocyclic group may bear 1, 2 or 3 substituents 
selected from C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, 
Cl_4alkanoyl, aminoCl_6alkanoyl, Cl_4alkylaminoCl_6al 
kanoyl, di(Cl_4alkyl)aminoCl_6alkanoyl, Cl_4?uoroal 
kanoyl, carbamoyl, Cl_4alkylcarbamoyl, di(Cl_4alkyl)car 
bamoyl, carbamoylCl_6alkyl, Cl_4alkylcarbamoylCl_6alkyl, 
di(Cl_4alkyl)carbamoylCl_6alkyl, Cl_4alkylsulphonyl, 
Cl_4?uoroalkylsulphonyl, oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoXyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino, 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl) 
aminoCl_4alkyl, C l_4alkylaminoC lalkoxy, di(Cl_4alkyl)ami 
noCl_4alkoXy and a group i(4Oi)/C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is selected from 
pyrrolidinyl, piperidinyl, piperaZinyl, 

Which heterocyclic group may bear one or more substituents 
selected from C l_4alkyl), With the proviso that at least one of 
Q13 and Q14 bears at least one substituent selected from 
C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, Cl_4alkanoyl, 
aminoCl_6alkanoyl, Cl_4alkylaminoCl_6alkanoyl, di(Cl_4 
alkyl)aminoCl_6alkanoyl, Cl_4?uoroalkanoyl, carbamoyl, 
Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, carbam 
oylC1_6 alkyl, Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, 
Cl_4alkylsulphonyl and Cl_4?uoroalkylsulphonyl); and 
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10) C l_4alkylQl3 C l_4alkanoylQl4” Wherein Q13 is as de?ned 

hereinbefore and is not hydrogen and Q14” is selected 
from pyrrolidinyl, piperidinyl, piperaZinyl, 

Wherein Q14” 
atom; 

is linked to Cl_6alkanoyl through a nitrogen 

and additionally Wherein any C1_5alkyl, C2_5alkenyl or 
C2_5alkynyl group in QlXli Which is linked to X1 may bear 
one or more substituents selected from hydroxy, halogeno 
and amino); and salts thereof, and prodrugs thereof for 
example esters, amides and sulphides, preferably esters and 
amides. 

According to another aspect of the present invention there 
are provided compounds of the formula He: 

(He) 

RZa 

[Wherein: 
M is 4CHi or iNi; 
R26 is linked to a carbon atom of the 5-membered ring and 

is selected from hydrogen and methyl; 
Rzd is linked to a carbon atom of the 6-membered ring and 

is selected from hydrogen and ?uoro; 
one of R2“ and R21’ is methoxy and the other is QlXl wherein 
X1 is as de?ned hereinbefore and Q1 is selected from one 
of the folloWing nine groups: 

1) Q2 (Wherein Q2 is a heterocyclic group selected from 
pyrrolidinyl piperidinyl, piperaZinyl, 

Which heterocyclic group bears at least one substituent 
selected from C2_5alkenyl, C2'5alknyl, Cl_4?uoroalkyl, 
Cl_4alkanoyl, Cl_4?uoroalkanoyl, Cl_4alkylsulphonyl and 
C l_4?uoroalkylsulphonyl and Which heterocyclic group may 
optionally bear a further 1 or 2 substituents selected from 
C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, Cl_4alkanoyl, 
Cl_4?uoroalkanoyl, Cl_4alkylsulphonyl, Cl_4?uoroalkylsul 
phonyl, oxo, hydroxy, halogeno, cyano, Cl_4cyanoalkyl, 
Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4 
alkyl, C 1 _4alkyl sulphonylC 1 _4alkyl, C 1 _4alkoxycarbonyl, 
Cl_4aminoalkyl, Cl_4alkylamino, di(Cl_4alkyl)amino, 
Cl_4alkylaminoCl_4alkyl, di(Cl_4alkyl)aminoCl_4alkyl, 
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Cl_4alkylaminoCl_4alkoxy, di(C1_4alkyl)aminoCl_4alkoxy 
and a group i(4Oi)/(C1_4alkyl)gringD (wherein f is 0 or 
1, g is 0 or 1 and ring D is selected from from pyrrolidinyl, 
piperidinyl, piperaZinyl, 

Which heterocyclic group may hear one or more substituents 
selected from Cl_4alkyl)); 
2) Cl_5all<ylW1Q2 (wherein W1 represents 40*, iSi, 
iSOi, isozi, iOC(O)i, iNQ3C(O)i, %(O) 
NQ4i, iSO2NQ5i, iNQ6SO2i or iNQ7i 
(Wherein Q3, Q4, Q5, Q6 and Q7 each independently 
represents hydrogen, Cl_2alkyl, Cl_2alkoXyC2_3alkyl, 
C2_5alkenyl, C2_5alkynyl or Cl_4haloalkyl) and Q2 is as 
de?ned hereinbefore; 

3) Cl_5all<ylQ2 (Wherein Q2 is as de?ned hereinbefore); 
4) C2_5alkenylQ2 (Wherein Q2 is as de?ned hereinbefore); 
5) C2_5alkynylQ2 (Wherein Q2 is as de?ned hereinbefore); 
6) C1_4 alkylW2Cl_4alkylQ2 (Wherein W2 represents iOi, 
iSi, iSOi, isozi, iNQ8C(O)i, %(O) 
NQgi, iSOZNQIOi, iNQUSOZi or iNQlzi 
(Wherein Q8, Q9, Q10, Q11 and Q12 each independently 
represents hydrogen, Cl_3alkyl, Cl_3alkoXyC2_3alkyl, 
C2_5alkenyl, C2_5alkynyl or Cl_4haloalkyl) and Q2 is as 
de?ned hereinbefore); 

7) CZ_5alkenylW2C1_4alkylQ2 (Wherein W2 and Q2 are as 
de?ned hereinbefore); 

8) C2_5alkynylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 
de?ned hereinbefore); and 

9) Cl_4all<ylQl3(C1_4alkyl)j(W2)kQl4 (Wherein W2 is as 
de?ned hereinbefore, j is 0 or 1, k is 0 or 1, and Q13 and 
Q14 are each independently selected from pyrrolidinyl, 
piperidinyl, piperaZinyl, 

Which heterocyclic group may bear 1, 2 or 3 substituents 
selected from C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, 
Cl_4alkanoyl, Cl_4?uoroalkanoyl, Cl_4alkylsulphonyl, 
Cl_4?uoroalkylsulphonyl, oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Cl_4alkoXyCl_4alkyl, Cl_4alkylsulphonylCl_4alkyl, 
Cl_4alkoxycarbonyl, Cl_4aminoalkyl, Cl_4alkylamino, 
di(Cl_4alkyl)amino, Cl_4alkylaminoCl_4alkyl, di(Cl4alkyl) 
aminoCl_4alkyl, Cl_4alkylaminoCl_4alkoxy, di(Cl_4alkyl) 
aminoCl_4alkoxy and a group i(4Oi)/C1_4alkyl)gringD 
(Wherein f is 0 or 1, g is 0 or 1 and ring D is selected from 
pyrrolidinyl, piperidinyl, piperaZinyl, 

Which heterocyclic group may hear one or more substituents 
selected from C l_4alkyl), With the proviso that at least one of 
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Q13 and Q14 bears at least one substituent selected from 
C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, Cl_4alkanoyl, 
C l_4?uoroalkanoyl, C l_4alkylsulphonyl and C l_4?uoroalkyl 
sulphonyl); 
and additionally Wherein any C1_5alkyl, C2_5alkenyl or 

C2_5alkynyl group in QlXli Which is linked to X1 may 
hear one or more substituents selected from hydroxy, 

halogeno and amino); and salts thereof, and prodrugs 
thereof for example esters, amides and sulphides, prefer 
ably esters and amides. 
In one embodiment of the present invention one of R2“ 

and R21’ is methoxy and the other is QlXl wherein X1 is 
40* and Q1 is selected from one of the folloWing four 
groups: 

1) Q2 (Wherein Q2 is a heterocyclic group selected from 
pyrrolidinyl, piperidinyl, piperaZinyl 

Which heterocyclic group bears one substituent selected 
from C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, Cl_4al 
kanoyl, aminoCl_6alkanoyl, Cl_4alkylaminoCl_6alkanoyl, 
di(Cl_4alkyl)aminoCl_6alkanoyl, Cl_6?uoroalkanoyl, car 
bamoyl, Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, car 
bamoylCl_6alkyl, Cl_4alkylcarbamoylClalkyl, di(Cl_4alkyl) 
carbamoylCl_6alkyl, Cl_4alkylsulphonyl and 

2) Cl_5all<ylQ2 (Wherein Q2 is as de?ned hereinbefore); 
3) Cl_4alkylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 

de?ned hereinbefore); 
4) Cl_4all<ylQl3(Cl_4alkyl)j(W2)kQl4 (Wherein W2 is as 

de?ned hereinbefore,j is 0 or 1, k is 0 or 1, and Q13 and 
Q14 are each independently selected from pyrrolidinyl, 
piperidinyl, piperaZinyl, 

Which heterocyclic group may bear 1, 2 or 3 substituents 
selected from C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, 
Cl_4alkanoyl, aminoCl_6alkanoyl, Cl_4alkylaminoCl_6al 
kanoyl, di(Cl_4alkyl)aminoCl_6alkanoyl, Cl_6?uoroal 
kanoyl, carbamoyl, Cl_4alkylcarbamoyl, di(Cl_4alkyl)car 
bamoyl, carbamoylCl_6alkyl, Cl_4alkylcarbamoylCl_6alkyl, 
di(Cl_4alkyl)carbamoylCl_6alkyl, Cl_4alkylsulphonyl, 
Cl_4?uoroalkylsulphonyl, oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, 
Ch4alkoxyCl_4alkyl; With the proviso that at least one of 
Q and Q14 bears at least one substituent selected from 
C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, Cl_4alkanoyl, 
aminoCl_4alkanoyl, Cl_4alkylaminoCl_6alkanoyl, di(Cl_4 
alkyl)aminoC l _4alkanoyl, C l _6?uoroalkanoyl, carbamoyl, 
Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, carbam 
oylCl_6 alkyl, Cl_4alkylcarbamoylCl_6alkyl, di(Cl_4alkyl) 
carbamoylCl_6alkyl, Cl_4alkylsulphonyl and Cl_4?uoro 
alkylsulphonyl); and additionally Wherein any C1_5alkyl, 
group in QlXli Which is linked to X1 may hear one or more 
substituents selected from hydroxy, halogeno and amino). 
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In one embodiment of the present invention one of R2“ 
and R21’ is methoxy and the other is QlXl wherein X1 is 
iOi and Q1 is selected from one of the following four 
groups: 

1) Q2 (Wherein Q2 is a heterocyclic group selected from 
pyrrolidinyl, piperidinyl, piperaZinyl, 

Which heterocyclic group bears one substituent selected 

kanoyl, Cl_4?uoroalkanoyl, Cl_4alkylsulphonyl and 

2) Cl_5alkylQ2 (Wherein Q2 is as de?ned hereinbefore); 
3) Cl_4alkylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 

de?ned hereinbefore); 
4) Cl_4alkylQl3(C1_4alkyl)j(W2)kQl4 (Wherein W2 is as 

de?ned hereinbefore, j is 0 or 1, k is 0 or 1, and Q13 and 
Q14 are each independently selected from pyrrolidinyl, 
piperidinyl, piperaZinyl, 

Which heterocyclic group may bear 1, 2 or 3 substituents 
selected from C2_5alkenyl, C2_5alkynyl, Cl_4?uoroalkyl, 
Cl_4alkanoyl, Cl_4?uoroalkanoyl, Cl_4alkylsulphonyl, 
Cl_4?uoroalkylsulphonyl, oxo, hydroxy, halogeno, cyano, 
Cl_4cyanoalkyl, Cl_4alkyl, Cl_4hydroxyalkyl Cl_4alkoxy, 
Cl_4alkoxyCl_4alkyl; 
With the proviso that at least one of Q13 and Q14 bears at least 

one substituent selected from C2_5alkenyl, C2_5alkynyl, 
Cl_4?uoroalkyl, Cl_4alkanoyl, Cl_4?uoroalkanoyl, 
C 1 _4alkylsulphonyl and C 1 _4?uoroalkyl sulphonyl); 

and additionally Wherein any C1_5alkyl, group in QlXli 
Which is linked to X1 may bear one or more substituents 
selected from hydroxy, halogeno and ainio). 
In one embodiment of the present invention one of R2“ 

and R21’ is methoxy and the other is QlXl wherein X1 is 
iOi and Q1 is selected from one of the folloWing four 
groups: 

1) Q2 (Wherein Q2 is a heterocyclic group selected from 
pyrrolidinyl, piperidinyl, piperaZinyl, 

Which heterocyclic group bears one substituent selected 
from C2_5alkenyl, C2_5alkynyl, Cl_4alkanoyl, aminoCl_6al 
kanoyl, Cl_4alkylaminoCl_6alkanoyl, di(Cl_4alkyl)ami 
noCl_6 alkanoyl, Cl_6?uoroalkanoyl, carbamoyl, Cl_4alkyl 
carbamoyl, di(Cl_4alkyl)carbamoyl, carbamoylCl_6alkyl, 
Cl_4alkylcarbamoylCl_4alkyl, di(Cl_4alkyl)carbamoylCl_6 
alkyl Cl_4alkylsulphonyl and Cl_4?uoroalkylsulphonyl; 
2) Cl_5alkylQ2 (Wherein Q2 is as de?ned hereinbefore); 

36 
3) Cl_5alkylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 

de?ned hereinbefore); 
4) Cl_4alkylQl3 (C1_4all<yl)]-(W2)kQl4 (Wherein W2 is as 

de?ned hereinbefore,j is 0 or 1, k is 0 or 1, and Q13 and 
5 Q14 are each independently selected from pyrrolidinyl, 

piperidinyl piperaZinyl, 

Which heterocyclic group may bear 1, 2 or 3 substituents 
5 selected from C2_5alkenyl, C2_5alkynyl, Cl_4alkanoyl, ami 

noCl_6alkanoyl, Cl_4alkylaminoCl_6alkanoyl, di(Cl_4alkyl) 
aminoCl_6alkanoyl, C l_6?uoroalkanoyl, carbamoyl, 
Cl_4alkylcarbamoyl, di(Cl_4alkyl)carbamoyl, carbam 
oylCl_6 alkyl, Cl_4alkylcarbamoylCl_6alkyl, di(Cl_4alkyl) 

20 carbamoylCl_6alkyl, Cl_4alkylsulphonyl, Cl_4?uoroalkyl 
sulphonyl, oxo, hydroxy, halogeno, cyano, Cl_4cyanoalkyl, 
Cl_4alkyl, Cl_4hydroxyalkyl, Cl_4alkoxy, Cl_4alkoxyCl_4 
alkyl; 
With the proviso that at least one of Q13 and Q14 bears at least 

25 one substituent selected from C2_5alkenyl, C2_5alkynyl, 
Cl_4alkanoyl, aminoCl_6alkanoyl, Cl_4alkylaminoCl_6al 
kanoyl, di(Cl_4alkyl)aminoCl_6alkanoyl, Cl_6?uoroal 
kanoyl, carbamoyl, Cl_4alkylcarbamoyl, di(Cl_4alkyl)car 
bamoyl, carbamoylCl_6alkyl, Cl_4alkylcarbamoylCl_6 

30 alkyl, di(Cl_4alkyl)carbamoylCl_6alkyl, Cl_4alkylsulpho 
nyl and Cl_4?uoroalkylsulphonyl); 

and additionally Wherein any Cl_5alkyl, group in QlXli 
Which is linked to X1 may bear one or more substituents 
selected from hydroxy, halogeno and amino). 
In one embodiment of the present invention one of R2“ 

and R21’ is methoxy and the other is QlXl wherein X1 is 
40* and Q1 is selected from one of the folloWing four 
groups: 
1) Q2 (Wherein Q2 is a heterocyclic group selected from 

pyrrolidinyl, piperidinyl, piperaZinyl, 

Which heterocyclic group bears one substituent selected 
from C2_5alkenyl, C2_5alkynyl, Cl_4alkanoyl, Cl_4?uoroal 
kanoyl, Cl_4alkylsulphonyl and Cl_4?uoroalkylsulphonyl; 
2) Cl_5alkylQ2 (Wherein Q2 is as de?ned hereinbefore); 
3) Cl_4alkylW2Cl_4alkylQ2 (Wherein W2 and Q2 are as 

de?ned hereinbefore); 
4) Cl_4alkylQl3 (C1_4all<yl)]-(W2)kQl4 (Wherein W2 is as 

de?ned hereinbefore,j is 0 or 1, k is 0 or 1, and Q13 and 
Q14 are each independently selected from pyrrolidinyl, 
piperidinyl, piperaZinyl, 

Which heterocyclic group may bear 1, 2 or 3 substituents 
selected from C2_5alkenyl, C2_5alkynyl, Cl_4alkanoyl, 
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